SUBJECT INDEX 


A 


Abamectin 
activity against mites and in- 
sects, 544 
crop protection and, 543 
environmental fate of, 551 
soil metabolism of, 550 
toxicity of, 547-48 
Acetaldehyde 
covalent binding to proteins, 
492 
Acetaminophen 
cell killing due to 
intracellular calcium and, 
450-51 
clearance of 
aging and, 272 
conjugation of 
aging and, 287 
covalent binding of, 480-84 
hepatoxicity of, 482-83 
metabolism in hepatocytes, 
635-36 
nephrotoxicity of, 483-84 
reactive metabolites of, 485- 
86 
2-Acetylaminofluorene 
binding to protein, 475 
Acetylcholine 
morphine tolerance/ 
dependence and, 18 
mucus secretion and, 71 
short-circuit current induced 
by 
cocaine and, 77 
synthesis of, 304 
Acetylcholinesterase 
inhibition of 
hydrogen sulfide and, 113 
N-Acetylcysteine 
tobacco smoke exposure and, 
76 


1-Acetyl-methadol 
biotransformation of, 15 
Acquired immunodeficiency syn- 
drome 
pseudomonas exotoxin and, 
588 
zidovudine and, 6 
Acrolein 
covalent binding of, 484-85 
Acrylonitrile 
covalent binding of, 491 


Actin 
depolymerization of 
adenosine triphosphate de- 
pletion and, 464 
Actin-binding proteins 
calcium and, 461-63 
Actinomycin D 
diffusion rate-limited transport 
of, 644 
Actomyosin 
breakdown of 
adenosine triphosphate de- 
pletion and, 464 
Actomyosin superprecipitation 
naphthalenesulfonamide and, 
378 
Acyclovir 
herpes infection and, 6 
Acylcarnitines 
tandem mass spectrometry 
and, 566 
Acylglucuronides 
reactivity of, 43 
Adducin 
proteolysis of 
calcium-dependent proteases 
and, 463 
Adenosine triphosphate 
discovery of, 2 
Adenylate cyclase 
activation of 
nerve growth factor 
biosynthesis and, 309- 
10 
Adenyl cyclase- 
phosphodiesterase system 
circadian rhythms in, 59 
Adenylyl cyclase 
B-adrenergic receptor and, 
170-71 
Adrenal cortex 
mitochondrial benzodiazepine 
receptors in, 214 
B-Adrenergic agents 
chronesthesy and, 61 
B-Adrenergic receptor, 167- 
81 
activation of 
nerve growth factor 
biosynthesis and, 319- 
20 
amino acid sequence of, 169 
extracellular domains of, 168- 
72 


intracellular domains of, 175- 
80 
hydrophilic, 175-80 
nerve growth factor and, 308 
transmembrane domains of, 
172-75 
hydrophobic, 172-75 
transmembrane helices of, 


up and down regulation with 
age, 280 
Adrenocorticotropin 
steroidogenesis and, 219 
Adriamycin 
concentrations in plasma 
circadian rhythms and, 56 
population pharmacokinetic 
analysis of, 200 
reactive oxygen species and, 
494 
Adult T-cell leukemia 
immunotoxins and, 591 
Adverse drug reactions 
aging and, 293-96 
Aflatoxin 
binding to proteins, 476 
Aflatoxin B1 
binding to lysine residues, 
479-80 
Agelenopsis aperta 
neurotoxin of, 410 
Aging 
physiological changes of, 
272-75 
AIDS 
See Acquired im- 
munodeficiency syn- 
drome 
Airway 
cell-cell interactions in, 71-72 
innervation of, 69-71 
physiology of, 69-72 
toxicants and, 67-83 
Airway smooth muscle 
toxicants and, 78-82 
Alanine 
concentrations in brain stem 
hydrogen sulfide and, 113 
Albumin 
acetaldehyde and, 492 
plasma protein binding of 
circadian rhythms and, 56 
Alcohol dehydrogenase 
alcohol oxidation by, 492 
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Alcoholism 
acetaldehyde protein adducts 
and, 493 
nonpeptide opioid antagonists 
and, 240 
Aldehyde dehydrogenase 
acrolein binding to, 485 
Aldehydes 
a,B-unsaturated 
covalent binding of, 484- 
85 


reversible covalent adducts of, 


492 
Aldosterone 
nonpeptide angiotensin II re- 
ceptor antagonists and, 
140-42 
tandem mass spectrometry 
and, 566 
Alfentanil 
dose adjustment and, 204 
electroencephalogram and, 
433-34 
population pharmacokinetic 
analysis of, 199 
Alkylating agents 
methylated adducts of hemo- 
globin and, 478 
4-Alkylcatechols 
nerve growth factor mRNA 
and, 308-9 
Alkylthydrazines 
horseradish peroxidase and, 
93 
Allergic reactions 
inflammatory response in 
kinins inducing, 511 
Allograft rejection 
immunotoxins and, 591 
Allopurinol 
hyperuricemia and gout and, 
6-mercaptopurine and, 5 
Allyl alcohol 
periportal hepatic necrosis due 
to, 484 
Allylamine 
cardiotoxicity of, 484 
Allyl formate 
metabolism of, 484 
Alpha-actinin 
actin filaments and, 462 
Alpha sarcin, 580, 586 
Alpidem 
steroidogenesis and, 
221 
Alprazolam 
hepatic clearance of 
aging and, 289 
imipramine and, 198 
population pharmacokinetic 
analysis of, 199 
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Aluminum encephalopathy 
intracellular calcium homeo- 
stasis and, 455 
Alzheimer’s disease 
lipid-soluble drugs and, 273 
nerve growth factor and, 305— 
6 
Amineptine 
covalent binding of, 491 
Amines 
aromatic 
hemoglobin adducts of, 
478-79 
aryl 
lactoperoxidase system and, 
100 
Amino acids 
excitatory 
toxicity of, 450 
Aminoazo dyes 
carcinogenicity of, 473 
para-Aminobenzoic acid 
inhibitory effects of sulfanila- 
mide and, 2 
1-Aminobenzotriazole 
binding to heme, 492 
4-Aminobipheny! 
carcinogenicity of, 479 
Aminoglycosides 
elimination by kidney 
aging and, 290-91 
nephrotoxicity of, 291 
population pharmacokinetic 
analysis of, 199-200 
Aminopyrine 
oxidative reactions catalyzed 
by 
temporal variations in, 
55 
p-Amino-salicyclic acid 
tuberculosis and, 13 
Amiodarone 
mexilitine and, 198 
Amitriptyline 
elimination of 
aging and, 272 
glucuronidation of, 41 
Ammonium chloride 
pokeweed antiviral protein- 
linked conjugates and, 
584 
Amodiaguine 
immunotoxicity of, 494 
Anabolic steroids 
metabolites of 
tandem mass spectrometry 
and, 565 
Analgesic agents 
pituitary-adrenal activation by 
hypothalamus and, 16 
Analysis of variance model, 
189-90 


Anesthetic agents 
inhalational 
age-related 
pharmacodynamic 
mechanism for, 432 
intravenous 
electroencephalogram and, 
432-33, 437-38 
pharmacodynamics of, 423-46 
Angictensin-converting enzyme 
inhibitors, 135 
elimination by kidney 
aging and, 290-91 
tandem mass spectrometry 
and, 562 
Angiotensin II receptor an- 
tagonists 
nonpeptide, 135-55 
aldosterone release and, 
142 
blood pressure-lowering 
effects of, 140-42 
cell growth and, 144-45 
discovery of 136-=, 37 
drinking behavior and, 142 
pharmacology of, 148-50 
renal function and, 142-44 
Angiotensin If receptor blockade 
pharmacology of, 137-40 
Angiotensin II receptor 
heterogeneity, 150-55 
Anileridine 
biodisposition of, 16 
Aniline 
oxidative reactions catalyzed 
by 
temporal variations in, 55 
Anoxia 
hydrogen sulfide and, 117-18 
Antacid agents 
tetracycline absorption and, 
282 
Antibiotic agents 
excretion/reabsorption of 
aging and, 290 
Antibodies 
bifunctional 
as therapeutic agents, 605 
cloning of 
polymerase chain reaction 
and, 604-5 
Fab fragments of 
preparation of, 602-3 
humanizing, 605-6 
Anticancer agents 
population pharmacokinetic 
analysis of, 200 
tolerance for 
circadian changes in, 62 
Anticoagulant agents 
sensitivity to 
aging and, 292 














Antidepressant agents 
cardiac electrophysiologic 
effects of, 273 
covalent binding of, 491 
overusage in elderly, 294 
Antidiuretic hormone 
syndrome of inappropriate 
drug-induced, 274-75 
Antileukemic agents, 4 
Antimalarial agents, 6 
biodisposition of, 13 
Antimetabolite principle, 2 
Antinociception 
opioid receptor agonists and, 
258 


Antipyrine 
clearance of 
aging and, 272 
hepatic clearance of 
glutethimide and, 290 
oxidase-drug-metabolizing 
system and, 286-87 
Antisense oligonucleotides 
toxicology of, 348-49 
Antituberculosis agents 
hepatotoxicity of, 490-91 
Antiviral agents 
immunoconjugates as, 607— 


Apomorphine 
biodisposition of, 16 
Losartan and, 146 
Arachidonic acid 
metabolism of 
acrolein and, 485 
kinins and, 523-24 
metabolites of 
angiotensin II and, 147 
ozone-induced airway 
hypersensitivity and, 
78 
Aromatic amines 
hemoglobin adducts of, 478- 
79 
Arsphenamine 
syphilis and, 12 
Arthritis 
inflammatory response in 
kinins inducing, 511 
Aryl amines 


lactoperoxidase spectrum and, 


100 
Ascariasis 
ivermectin and, 543 
Aspartate 
concentrations in brain stem 
hydrogen sulfide and, 113 
Aspergillus flavus 
hepato-carcinogen produced 
by, 476 
Asthma 
hydrogen sulfide and, 119 


inflammatory response in 
kinins inducing, 511 
sulfur dioxide and, 74, 79-80 
Astrocytes 
glutamate receptors of 
intracellular calcium and, 
450 
Astroglial cells 
nerve growth factor in 
induction of, 310 
Atenolol 
pharmacodynamics of, 204 
Autoimmune disease 
chemical protein adducts and, 
493 
immunotoxins and, 591 
Avermectins, 537-51 
biosynthesis of, 539-40 
crop protection and, 543-45 
metabolism of, 548-51 
mode of action studies of, 
540-42 
structures of, 538 
toxicology of, 545-48 
uses in animals, 543 
Azathioprine, 4-5 
transplantation and, 5 
Azide 
horseradish peroxidase and, 
93 
Azotemia 
drugs provoking, 291 


B 


Bacterial toxins 
immunotoxin preparation and, 
580 
intracellular messengers and, 
454 
Bactrim 
See Trimethoprim 
sulfamethoxazole 
Barbiturates 
electroencephalogram and, 
425, 437-38 
Baroceptor reflex activity 
aging and, 274 
Batanopride 
population pharmacokinetic 
analysis of, 200 
Bellomo, G., 449-64 
Benzazepine 
N-oxide metabolite of 
tandem mass spectrometry 
and, 566 
Benzopyrene 
binding to proteins, 476 
Benzodiazepine receptor 
mitochondrial 
binding specificity of, 212- 
14 
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molecular characterization 
of, 215-17 

steroid biosynthesis and, 
217-24 

subcellular localization of, 
214-15 

tissue distribution of, 214— 


Benzodiazepines 
adverse reactions to 
aging and, 293 
electroencephalogram and, 
425-26, 434-46 
hepatic clearance of 
aging and, 289 
overusage in elderly, 294 
Benzphetamine 
oxidative reactions catalyzed 
by 
temporal variations in, 55 
Benzpyrene 
oxidative reactions catalyzed 
by 
temporal variations in, 55 
Benzylmethylsulfide 
oxidation of 
lactoperoxidase and, 100 
Bertolino, M., 399-415 
Betaxolol 
pharmacodynamics of, 204 
Bicuculline 
nerve growth factor mRNA 
and, 318-19 
Bile acids 
glucuronidation of, 41 
transport into hepatocytes, 
644 
Bilirubin 
conjugation of 
clofibrate and, 32 
glucuronidation of, 26, 41 
deficiencies in, 39 
transport into hepatocytes, 
644 
unbound fraction of 
toxicity of, 639 
Binaltorphimine, 257 
opioid receptor antagonist 
potency of, 245-46 
Biopolymers 
tandem mass spectrometry 
and, 568-70 
Bisoprolol 
population pharmacokinetic 
analysis of, 200 
Bivalent ligands 
opioid receptor antagonists 
and, 241-50 
Bleb formation 
calcium and, 461 
Blood-brain barrier 
avermectins and, 541 
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morphine and, 15 
nerve growth factor and, 306 
Blood pressure 
nonpeptide angiotensin Ii re- 
ceptor antagonists and, 
140-42 
Body composition 
aging and, 272 
Bone marrow grafts 
anti-T cell immunotoxins and, 
600-1 
Bradykinin 
angiotensin-converting enzyme 
inhibitors and, 135-36 
inflammatory response and, 
511 
prostaglandin formation and, 
512 
Bradykinin receptor, 511-29 
bradykinin binding domain 
of, 526-28 
cloning and expression of, 
526 
isolation and physical 
characterization of, 
525-26 
G proteins and, 524 
heterogeneity and subtypes of, 
517-22 
See also Kinin receptor 
Brain 
aging 
adaptation responses in, 
281 
function of nerve growth fac- 
tor in, 304-5 
mitochondrial benzodiazepine 
receptors in, 214 
Breast cancer 
260F9-ricin A chain con- 
jugates and, 601 
Bretazenil 
electroencephalogram and, 
441-44 
Bromobenzene 
covalent binding of, 480-84 
hepatotoxicity of, 481 
nephrotoxicity of, 481-82 
Bromocriptine 
tandem mass spectrometry 
and, 566 
Bromosulfophthalein 
transport into hepatocytes, 
644 
Bronchitis 
sulfur dioxide and, 74 
Bronchoconstriction 
ozone and, 78 
sulfur dioxide and, 79-80 
Bronchodilation 
chronesthesy and, 61 


SUBJECT INDEX 


Brugia malayi 
ivermectin and, 542 
Bryodin, 586 
Burch, R. M., 511-29 
Butadiene 
epoxidation of 
horseradish peroxidase and, 
96 
Butylated hydroxytoluene 
toxicity of, 486 
Butyrophenones 
overusage in elderly, 294 


€ 


C1941 
population pharmacokinetic 
analysis of, 200 
Caffeine 
cytosolic calcium concentra- 
tion and, 412 
Calcium 
absorption of 
age-related disturbances in, 
cell death and, 449-64 
cell signaling and, 451-54 
cytoskeletal alterations and, 
461-64 
degradative enzyme activation 
and, 455-58 
homeostasis 
intracellular, 451-54 
intracellular stores of 
calcium channels and, 411- 
12 
mitochondrial damage and, 
458-60 
opiate interactions, 18-19 
Calcium/calmodvlin kinase II in- 
hibitor, 384-88 
Calcium channels, 399-415 
intracellular calcium stores 
and, 411-12 
Losartan and, 147 
L-type, 403-7 
transmembrane subunit 
organization of, 404, 
405 
N-type, 407-9 
P-type, 409-10 
receptor-operated 
neuronal death and, 412- 
15 
T-type, 400-3 
voltage-activated 
modulation of, 410-11 
Caldariomyces fumago per- 
oxidase, 100-1 
Caldesmon 
interactions of, 462 





proteolysis of 
calcium-dependent proteases 
and, 463 
Calmodulin 
smooth muscle contraction 
and, 378 
Calpain inhibitors 
calcium-activated proteases 
and, 456 
Calpastatin 
calcium-activated proteases 
and, 456 
Calphostin C, 389 
Cancer 
2-acetylaminofluorene induc- 
ing, 475 
breast 
260F9-ricin A chain con- 
jugates and, 601 





lung 
tobacco use and, 75 
Cancer chemotherapy | 
cardiotoxicity and, 273 | 
Captopril, 135, 143, 144 
Carbamazepine 
binding specificity of, 213 
plasma protein binding of 
circadian rhythms and, 56 
Carbohydrates 
tandem mass spectrometry 
and, 568 
Carbon disulfide 
toxicity of, 489 
Carbon tetrachloride 
cell killing due to 
intracellular calcium and, 
450-51 
covalent binding metabolites 
of, 487-88 
Carbonyl compounds 
a,f-unsaturated 
covalent binding of, 484— 
87 
Carboxylic acids 
glucuronidation of, 41 
Carcinogens 
aromatic amine, 475 
binding to proteins in target 
tissues, 474-77 
covalent interactions of, 473- 
80 
protein adducts 
molecular dosimetry and, 
477-80 
Carcinogensis 
hydrogen sulfide and, 127 
Cardiotoxicity 
cancer chemotherapy and, 273 
Cardiovascular function 
aging and, 272-73 
Cardiovascular system 
hydrogen sulfide and, 125-26 





Caron, M. G., 167-81 
Casein kinase I inhibitor, 388- 
89 
Castor beans 
toxic lectin of, 581-83 
Catecholamines 
B-adrenergic receptor and, 
172 
analogs of 
nerve growth factor mRNA 
and, 308 
concentrations in brain stem 
hydrogen sulfide and, 113 
myocardial responsiveness to 
age-related disturbances in, 
276-77 
tissue sensitivity to 
aging and, 291 
Catechol estrogens 
conjugation of 
UDP-glucuronosyltrans- 
ferase and, 37-38 
protein thiol arylation and, 
486 


Catechols, 485 
Cefodizime 
chronokinetics of, 57 
Cell death 
calcium and, 449-64 
Cell growth 
mitochondrial benzodiazepine 
receptor and, 226-27 
nonpetide angiotensin II re- 
ceptor antagonists and, 
144-45 
Cell injury 
mitochondrial damage and, 
458-60 
Cell signaling 
alterations in 
cytotoxicity and, 454- 
55 
calcium and, 451-54 
Central nervous system 
aging and, 273 
function of nerve growth fac- 
tor in, 304-5 
mitochondrial benzodiazepine 
receptors in, 214 
nerve growth factor biosyn- 
thesis in 
hormonal regulation of, 
314-18 
nerve growth factor gene ex- 
pression in 
regulation of, 313-14 
Cephalosporins 
excretion/reabsorption of 
aging and, 290 
Cerebral cortex 
nerve growth factor mRNA in 
dexamethasone and, 31516 


CGP42112A, 151 
Chemical toxicity 
metabolic activation and, 
472-73 
Chiu, A. T., 135-55 
Chloramphenicol 
covalent binding of, 491 
glucuronidation of 
induction of, 32 
Chlordecone 
toxicity in brain 
intracellular calcium and, 
450 
Chlordiazepoxide 
hepatic clearance of 
aging and, 289 
Chiormethiazole 
bioavailability of 
aging and, 283 
B-Chlornaltrexamine, 257 
Chlorobenzene 
hepatotoxicity of, 487 
Chloroethylene oxide 
vinyl chloride and, 477 
Chloroform 
covalent binding metabolites 
of, 487-88 
oxidative metabolism of, 
488 
Chloroperoxidase, 89, 100-1 
Chlorotrifluoroethylene 
metabolic activation of, 
489 
Cholangitis 
hydrogen sulfide and, 126 
Cholecystitis 
hydrogen sulfide and, 126 
Cholelithiasis 
hydrogen sulfide and, 126 
Cholesterol 
steroidogenesis and, 218 
Choline acetyltransferase 
activation of, 304 
Choroid plexus 
mitochondrial benzodiazepine 
receptors in, 214 
Chromatography 
tandem mass spectrometry 
and, 557-58 
Chronergy, 61-62 
Chronic obstructive pulmonary 
disease 
tobacco smoke and, 75 
Chronoesthesy, 57-61 
Chronokinetics, 53-57 
Chronopharmacology, 51-64 
Chronotherapy, 62-63 
Chronotoxicology, 62 
Cigarette smoke 
airway smooth muscle and, 
81 
mucosa and, 75-77 
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Cigarette smoking 
carcinogenic hemoglobin 
adducts and, 478-79 
Cimetidine 
azotemia due to, 291 
Circadian rhythms 
chronokinetics and, 53 
liver enzymes and, 53-56 
plasma protein binding of 
drugs and, 56 
receptors and, 58-59 
Cirrhosis 
clearance of morphine and, 
29 
Clenbuterol 
nerve growth factor mRNA 
and, 308-9, 319-20 
Clobazam 
electroencephalogram and, 
439-41 
Clofibrate 
bilirubin conjugation and, 32 
Clonazepam 
binding specificity of, 212 
Clonidine 
central nervous system and, 
273 
Clorazepate 
metabolism in elderly, 283 
Cocaine 
airway smooth muscle and, 


81-82 
mucosa and, 77—78 
Codeine 
demethylation of, 14 
Collagen 
acetaldehyde and, 492 
Complement 


cytolytic activity of 
calcium-dependent, 451 

Conotoxin 

N-type calcium channel and, 

407 

Constipation 

nonpeptide opioid antagonists 

and, 240 

Conus geographus 

toxic peptides of, 408 
Coprinus macrorhizus 

peroxidase of, 93, 101 
Corticosteroids 

chronesthesy and, 61 
Corticotropin-releasing factor 

antinociception induced by 

norbialtorphimine and, 258 

Corynebacterium diphtheriae 

exotoxin of, 589-91 
Crayfish sensory neuron 

hydrogen sulfide and, 115 
Creatinine clearance 

estimate of, 291 
Crigler-Najjar syndrome, 39 
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Crooke, S. T., 329-66 
Crop protection 
avermectins and, 543-45 
Cyanide 
toxicity in brain 
intracellular calcium and, 
450 
6-Cyano-7-nitroquinoxaline-2,3- 
dione 
nerve growth factor mRNA 
and, 318 
Cyclic AMP 
circadian rhythm of, 59 
nerve growth factor biosyn- 
thesis and, 310 
opioids and, 19 
Cycloheximide 
kinin receptor and, 514 
nerve growth factor mRNA 
and, 309 
steroidogenesis and, 220 
Cyclophosphamide 
active metabolite of 
tandem mass spectrometry 
and, 567-68 
metabolism of, 485 
Cyclopropanone hydrate 
horseradish peroxidase and, 
93 
Cyclosporin 
dose adjustment and, 204 
population pharmacokinetic 
analysis of, 200 
Cytochalasins 
bleb formation and, 461 
Cytochrome c peroxidase, 89, 
96-97 
model for, 98 
Cytochrome P450 
acetaminophen metabolism 
and, 482 
acrolein binding to, 485 
bromobenzene metabolism 
and, 480 
catalytic species of, 92 
compounds inactivating, 492 
phenylhydrazine and, 92 
Cytokeratin 
proteolysis of 
calcium-dependent proteases 
and, 463 
Cytokines 
kinin receptor induction and, 
515 
Cytoskeleton 
alterations in 
calcium and, 461-64 
Cytotoxic conjugates, 579-610 
Cytotoxicity 
alterations in cell signaling 
and, 454-55 
calcium overload and, 449-51 
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Cytotoxic T cells 
cytolytic activity of 
calcium-dependent, 451 


D 


Daraprim 
See Pyrimethamine 
Degradative enzymes 
calcium-dependent 
activation of, 455-58 
Dementia 
drug-induced 
aging and, 292 
Desferoxamine 
asbestos fiber penetration and, 
76 
Desmethyldiazepam 
absorption of 
aging and, 283 
Dexamethasone 
nerve growth factor mRNA in 
cerebral cortex and, 
31516 
Dextromethorphan 
population pharmacokinetic 
analysis of, 200 
Diabetes 
angiotensin-converting enzyme 
inhibitors and, 148 
Diacylglycerol 
angiotensin II and, 138 
formation of 
phospholipase C and, 522- 
23 


cis-Diamindichloroplatinum 
plasma protein binding of 
circadian rhythms and, 56 
2,6-Diaminopurine, 3 
Diaminopyrimidines 
antifolic acid activity of, 6 
Dianthin 
virus replication and, 606 
Diaveridine 
anti-inflammatory effects of, 
6 
Diazepam 
avermectin binding and, 541 
binding specificity of, 212-14 
electroencephalogram and, 
434-37 
elimination of 
aging and, 272 
metabolic conversion of, 636 
nerve growth factor mRNA 
and, 318-19 
plasma protein binding of 
circadian rhythms and, 56 
steroidogenesis and, 221 
testosterone plasma levels 
and, 217 





Diazepam-binding inhibitor 
mitochondrial benzodiazepine 
receptor and, 221—22 
o-Dibromobenzene 
covalent binding metabolites 
of, 487 
1,2-Dibromoethane 
cytotoxicity of, 488 
Dichloroacetylene 
metabolic activation of, 489 
1,1-Dichloro-2,2-difluoroethy|- 
ene 
metabolic activation of, 489 
1,2-Dichloroethane 
cytotoxicity of, 488 
2,6-Dichloro-4-nitrophenol 
sulfation suppression by, 631 
Dichlorovinyl cysteine 
nephrotoxicity of, 488-89 
Dicumarol 
unbound fraction of 
toxicity of, 639 
Diethylpyrocarbonate 
chloroperoxidase and, 101 
Diflunisal 
glucuronidation of, 41-42 
Digoxin 
bioavailability of 
aging and, 282 
antacids and, 282 
dose adjustment and, 204 
elderly patient and, 294 
elimination by kidney 
aging and, 290-91 
nursing home patient and, 
294 
population pharmacokinetic 
analysis of, 201 
Dihydropyridines 
binding specificity of, 213 
3,4-Dihydroxyphenylacetic acid 
angiotensin II and, 146 
3,4-Dihydroxyphenylethylene 
angiotensin II and, 146 
Diltiazem 
inotropic effects of, 273 
4-Dimethylaminobenzene 
oxidative reactions catalyzed 
by 
temporal variations in, 55 
N,N-Dimethy]-4-aminoazoben- 
zene 
binding to proteins, 474 
Dimethylbilirubin 
metabolites of 
tandem mass spectrometry 
and, 568 
1 ,2-Dimethylhydrazine 
carcinogenicity of, 476 
Dimethylnitrosamine 
methylated adducts of hemo- 
globin and, 478 

















Dimethyltin 
intracellular calcium and, 455 
Diphtheria toxin, 589-91 
immunotoxin prepared with, 
590-91 
internalization kinetics and, 
594 
structural features of, 589- 


Dipyridamole 
binding specificity of, 213 
Diquat 
cell killing due to 
intracellular calcium and, 
450-51 
Disopyramide 
plasma protein binding of 
circadian rhythms and, 56 
Dithiothreitol 
hydrogen sulfide poisoning 
and, 129 
Diuretic therapy 
orthostatic hypotension due 
to, 273 
DNA 
nucleophilic sites on 
reactive metabolites binding 
to, 472 
DNA binding 
carcinogenesis and, 473 
DNA methylase 
acrolein binding to, 485 
DNA polymerase 
phosphorothioate oligonuc- 
leotides and, 344 
Dopamine 
concentrations in brain stem 
hydrogen sulfide and, 113 
morphine tolerance/ 
dependence and, 18 
opioid antagonist receptors 
and, 259 
Dorsal raphe neurons 
hydrogen sulfide and, 117 
Doxazosin 
orthostatic hypotension due 
to, 273 
Doxorubicin 
cardiotoxicity of, 273 
Drinking behavior 
nonpeptide angiotensin II re- 
ceptor antagonists and, 
140-42 
Drug addiction 
nonpeptide opioid antagonists 
and, 240 
Drug metabolites, 623-61 
biliary clearance of, 648-52 
disposition of 
determinants on, 647-48 
intestine and, 656-60 
kidney and, 652-56 





kinetics of 
liver and, 625-52 
liver and intestine and, 
656-60 
liver and kidney and, 652- 
56 
Drugs 
absorption of 
aging and, 282-83 
adverse reactions to 
aging and, 293-96 
covalent interactions of, 480- 
94 
distribution of 
aging and, 283-85 
elimination by kidney 
aging and, 290-91 
metabolism of 
aging and, 285-90 
tandem mass spectrometry 
and, 561-64 
plasma protein binding of 
circadian rhythms and, 56 
renal elimination of 
aging and, 290 
tissue responsiveness to 
aging and, 291-93 
Duodenum 
bradykinin receptor in, 517 
DuP 532, 137 
Dynorphin, 21 
corticotropin-releasing factor 
and, 258 
hybrid structures derived 
from, 253 
opioid antagonist receptors 
and, 259-60 
Dyspnea 
hydrogen sulfide and, 118 


E 


EGTA 
antinociceptive activity of, 18 
Eicosanoids 
synthesis of 
kinin receptor and, 523 
Electroencephalogram 
pharmacodynamic modeling 
of, 424-46 
Electrolyte balance 
aging and, 274-75 
Electron transfer 
cytochrome c peroxidase and, 
96-97 
Electrophiles 
relative softness and hardness 
of, 474 
Electrophilic metabolites 
interactions of, 473 
Elephantiasis 
ivermectin and, 542 
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Emamectin 
crop protection and, 544-45 
Enalapril, 135, 145 
renal/hepatic elimination of 
model for, 649, 653 
Enalaprilat 
diffusion rate-limited transport 
of, 644, 646 
renal/hepatic elimination of 
model for, 649, 653 
Encephalitis virus 
tick-borne 
oligonucleotides and, 362 
Encephalopathy 
magnesium 
intracellular calcium 
homeostasis and, 
455 
Endocrine system 
hydrogen sulfide and, 127 
Endoglycosidase F 
B-adrenergic receptor and, 
170 
Endonucleases 
calcium-activated, 457-58 
oligonucleotides and, 334-37 
B-Endorphin 
agonist effects of 
calcium and, 18 
hypothalamic effects of, 16 
opioid antagonist receptors 


and, 259-60 
Endothelial-derived relaxing fac- 
tor, 71 
Enkephalin 
hybrid structures derived 
from, 253 
leucine 
key recognition elements 
of, 255 
tandem mass spectrometry 
and, 566 
Enterobiasis 
ivermectin and, 543 
Enzymes 


calcium-dependent 
activation of, 455-58 
Eosinophil peroxidase, 89 
Ependemya 
mitochondrial benzodiazepine 
receptors in, 214 
Epinephrine 
B-adrenergic receptor and, 
172 
concentrations in brain stem 
hydrogen sulfide and, 113 
Epithelial-derived relaxing fac- 
tor, 71 
Erbstatin, 391 
Esophagus 
bradykinin receptor in, 518- 
19 
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Estradiol 
cholestatic conjugates of, 25 
Estriol 
conjugation of 
UDP- 
glucuronosyltransferase 
and, 37 
Estrogen 
mitochondrial benzodiazepine 
receptor and, 223 
Ethanol 
clearance of 
aging and, 272 
Ethene 
binding to hemoglobin, 477 
Ethinylestradiol 
cholestatic conjugates of, 25, 
43 
Ethylene 
cytochrome P450 inactivation 
and, 492 
Ethylketazocine 
antagonism of, 244, 257 
Ethynylestradiol 
immunotoxicity of, 494 
Etomidate 
distribution phase disposition 
of, 432 
Eugenol 
reactive metabolites of, 486— 


Excitotoxicity 
N-methyl-D-aspartate receptor 
and, 413-15 
Exonucleases 
oligonucleotides and, 334-37 
EXP655, 137 
EXP3892, 140 
EXP7711, 136 
EXP8155, 136 
Eye 
hydrogen sulfide and, 124-25 


F 


Fansidar 
See Sulfadoxine 
Farley, J. M., 67-83 
Farmer, S. G., 511-29 
Felbamate 
population pharmacokinetic 
analysis of, 201 
Fenselau, C., 555-72 
Fentanyl 
electroencephalogram and, 
425, 433-34 
Ferrocytochrome c 
one-electron oxidation of, 97 
Fibroblasts 


kinin receptors expressed in, 
512 
Filariasis 
ivermectin and, 542 
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Fisher, M. H., 537-51 
Fiuid balance 
aging and, 274-75 
Flumazenil 
binding specificity of, 212 
electroencephalogram and, 
441-45 
Flunarizine 
neuronal cell death and, 450 
Flunitrazepam 
binding specificity of, 212- 
14 
electroencephalogram and, 
439-4] 
steroidogenesis and, 221 
Fluoro-2 ,4-dinitrobenzene 
immunological consequences 
of, 493 
5-Fluorouracil 
renal clearance of 
circadian rhythms and, 53, 
56 
Fluphenazine 
metabolites of 
tandem mass spectrometry 
and, 562 
Flurazepam 
hepatic clearance of 
aging and, 289 
Fluroxene 
cytochrome P450 inactivation 
and, 492 
Fodrin 
interactions of, 462 
proteolysis of 
calcium-dependent proteases 
and, 463 
Formaldehyde 
covalent binding to proteins, 
492 
Forskolin 
nerve growth factor mRNA 
and, 310 
Frog sympathetic ganglion 
hydrogen sulfide and, 114 
Fryxell, D., 579-610 
FTX 
calcium conductance and, 410 
B-Funaltrexamine 
heroin-induced antinociception 
and, 263 
Fungal toxins 
immunotoxin preparation and, 
580 
Furans 
toxicity of, 485 
Furosemide 
declining renal function and, 
291 
elderly patient and, 294 
nursing home patient and, 
294 


toxicity of, 485 


G 


Gamma-aminobutyrate 
concentrations in brain stem 
hydrogen sulfide and, 113 
Gamma-aminobutyric acid 
avermectin binding and, 541 
benzodiazepines and, 211 
nerve growth factor biosyn- 
thesis and, 318 
Ganglia 
sympathetic 
hydrogen sulfide and, 114 
Gas chromatography mass spec- 
trometry 
tandem mass spectrometry 
and, 557-58 
Gastrointestinal system 
hydrogen sulfide and, 126 
mitochondrial benzodiazepine 
receptors in, 214 
Gelonin, 583 
virus replication and, 606 
Gelonum multiflorum 
gelonin of, 583 ] 
Gelsolin 
interactions of, 462 
Gender 
adverse drug reactions and, 
293 
Genetic engineering 
ricin A chain and, 582-83 
Genistin, 390 
Genotoxicity 
ivermectin and, 545 
Gentamicin 
population pharmacokinetic 
analysis of, 199 
Gentisamide 
formation in liver, 636-37 
glucuronidation of, 631 
glucuronidation/sulfation of, 
659 
Geriatric pharmacology, 271-96 
Gilbert’s disease, 39 
Glomerular filtration rate 
Losartan and, 143 
Glucocorticoids 
azotemia due to, 291 
kinin receptor induction and, 
515 





nerve growth factor biosyn- 
thesis and, 315-18 
Glucose-6-phosphate de- 
hydrogenase 
acetaldehyde and, 492 
Glucuronidation, 25-44 
conjugation by, 631 
of drugs in humans, 41-42 
genetic deficiencies in, 39 
hepatic/extrahepatic contribu- 
tion to, 40-41 
toxification and, 42-43 





UDP-glucuronic acid and, 39- 
40 


Glucuronide conjugates 
diffusion rate-limited transport 
* of, 644 
Glucuronides 
tandem mass spectrometry 
and, 562-63 
Glutamate 
concentrations in brain stem 
hydrogen sulfide and, 113 
nerve growth factor biosyn- 
thesis and, 318 
Glutamate receptor 
intracellular calcium and, 450 
Glutamine 
concentrations in brain stem 
hydrogen sulfide and, 113 
Glutamine synthetase 
reactive oxygen species and, 
495 
Glutathione 
reactive metabolites binding 
to, 472 
tandem mass spectrometry 
and, 562-64 
transport from liver, 644 
Glutathione conjugates 
diffusion rate-limited transport 
of, 644 
Glutethimide 
hepatic clearance of antipyrine 
and, 290 
Glycine 
concentrations in brain stem 
hydrogen sulfide and, 113 
Glycogenolysis 
aging and, 277 
Glycosylation 
B-adrenergic receptor and, 
170 
Gout 
allopurinol and, 5 
G proteins 
B-adrenergic receptor and, 
175-80 
bradykinin receptor and, 524 
function of 
aging and, 278-80 
opioid action and, 19 
signal transduction and, 278 
voltage-activated calcium 
channels and, 411 
Graft-versus-host disease 
anti-T cell immunotoxins and, 
600-1 
Guaiacol 
peroxidation of 
cytochrome c peroxidase 
and, 97 
Guinea pig trachea 
bradykinin receptor in, 521— 
22 


Guinea pig tracheal epithelium 
bradykinin receptor in, 519- 
20 


H 


Haloalkanes 
covalent binding metabolites 
of, 487-88 
nephrotoxicity of, 488-89 
Halodinitrobenzenes 
immunological consequences 
of, 493 
Halogenated compounds 
covalent binding of, 487-89 
Haloperidol 
extrapyramidal syndromes due 
to 
aging and, 292 
nursing home patient and, 
294 
Halothane 
covalent binding of, 480-84 
hepatotoxicity of, 484 
metabolic activation of 
immunogenic adducts of, 
493 
Harmol 
glucuronidation of, 631 
glucuronides of 
toxicity of, 43 
Heart 
aging 
adaptation responses in, 
280-81 
Heartworms 
avermectins and, 543 
Hematopoietic system 
hydrogen sulfide and, 126-27 
Heme 
compounds binding to, 492 
Hemoglobin 
carcinogenic adducts of, 478- 
79 


ethene binding to, 477 
methylated adducts of, 478 
N-(2-hydroxyethyl)valine resi- 
dues in, 477 
Hemoprotein peroxidase, 89-102 
active sites of 
properties of, 92-96 
compound I, 90-92 
compound II, 92 
Heparin 
adverse reactions to 
aging and, 293 
chronesthesy and, 59-61 
dosage of 
aging and, 292 
pharmacodynamics of, 204 
Hepatitis 
halothane and, 484 
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Hepatocytes 
glycogenolysis in 
aging and, 277 
Hepatotoxicity 
acetaminophen-induced, 482- 
83 


antituberculosis drug-induced, 
490-91 
bromobenzene-induced, 481 
halothane-induced, 484 
tienilic acid-induced, 494 
Hepatotoxins 
cell killing due to 
intracellular calcium and, 
450-51 
Heptabarbital 
electroencephalogram and, 
438 
Herblin, W. F., 135-55 
Heroin 
biodisposition of, 15 
Herpes simplex virus 
phosphorothioate oligonucleo- 
tides and, 344 
pokeweed antiviral protein 
and, 606 
Herpes simplex virus I infection 
oligonucleotides and, 362 
Hexachloro- | ,3-butadiene 
metabolic activation of, 489 
Hexafluoropropene 
metabolic activation of, 489 
Hexane 
toxicity of, 491 
Hexobarbital 
oxidative reactions catalyzed 
by 
temporal variations in, 55 
Hidaka, H., 377-92 
Hinson, J. A., 471-96 
Hippocampal neurons 
hydrogen sulfide and, 115- 
17, 115-17 
Histamine 
mucus secretion and, 71 
opioid antagonist receptors 
and, 259 
Hitchings, G. H., 1-6 
Hookworms 
ivermectin and, 543 
Hormones 
opioid antagonist receptors 
and, 259 
plasma protein binding of 
circadian rhythms and, 
56 
Horseradish peroxidase, 89 
inactivation of, 93 
monooxygenase activity of, 
95-96 
phenylhydrazine and, 92 
porphyrin and, 90-91 
Hulbert, W. C., 109-30 
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Human immunodeficiency virus 
envelope proteins of 
immunotoxins directed 
against, 608-9 
oligonucleotides and, 352 
pokeweed antiviral protein 
and, 606 
pseudomonas exotoxin and, 
588 
B-trichosanthin and, 586 
Human immunodeficiency virus- 


coat protein neurotoxicity 
calcium channel blockers 
and, 450 
immunotoxins and, 591 
replication of 
trichosanthin and, 606-7 
Hydralazine 
immunotoxicity of, 494 
pharmacodynamics of, 204 
Hydrocarbons 
halogenated aromatic 
covalent binding of, 487- 
89 
polycyclic aromatic 
binding to proteins, 475-76 
molecular dosimetry and, 
479 
Hydrochlorothiazide 
elderly patient and, 294 
Hydrogen peroxide 
oxidative stress and, 494 
Hydrogen sulfide, 109-30 


electrophysiological effects of, 


114-18 
exposure to 
clinical symptoms after, 
128 
species comparison in, 
110-12 
lactoperoxidase and, 100 
nervous system and, 112-18 
neurotransmitters and, 113- 
14 
physicochemical properties of, 
110 
poisoning due to 
brain sulfide content in, 
113 
forensic detection of, 128 
therapeutic management of, 
128-29 
reproduction and development 
and, 122-24 
respiratory system and, 118- 
97 
secondary target systems of, 
124-27 
target organ systems of, 112 
Hydroquinones, 485 
lactoperoxidase spectrum and, 
100 
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Hydroxamic acids 
lactoperoxidase spectrum and, 
100 


4-Hydroxybipheny] 
glucuronidation of 
induction of, 32 
6-Hydroxydopamine 
nerve growth factor and, 
307 
Hydroxyl] radical 
oxidative stress and, 494 
N-Hydroxy-2-naphthylamine 
glucuronidation of 
induction of, 32 
Hydroxytoluene 
butylated 
toxicity of, 486 
Hyodeoxycholate 
conjugation of 
UDP-glucuronosyltrans- 
ferase and, 37-38 
Hyperbaric oxygen therapy 
hydrogen sulfide poisoning 
and, 129 
Hypernatremia 
drug-induced, 275 
Hypertension 
angiotensin-converting enzyme 
inhibitors and, 148 
pulmonary 
Losartan and, 147 
Hyperuricemia 
allopurinol and, 5 
Hypnotic agents 
overusage in elderly, 294 
Hyponatremia 
drug-induced, 274-75 
Hypotension 
orthostatic 
diuretic therapy and, 273 
Hypothalamus 
analgesics and, 16 
nerve growth factor biosyn- 
thesis in, 314-15 
Hypoxia 
hydrogen sulfide and, 117-18 


Ibuprofen 

glucuronidation of, 41 
ICI174864, 241 
Idiopathic edema 

angiotensin-converting enzyme 

inhibitors and, 148 

Imidazopyridines 

binding specificity of, 213 
Iminoquinone 

metabolites of 

binding to proteins, 475 

Imipramine 

alprazolam and, 198 


Losartan and, 146 
oxidative reactions catalyzed 
by 
temporal variations in, 55 
plasma clearance of 
aging and, 287 
immune function 
nonpeptide opioid antagonists 
and, 240 
Immune system 
cell death in 
intracellular calcium and, 
451 
hydrogen sulfide and, 127 
Immunoconjugates 
as antiviral agents, 607-9 
chemical linkage of, 596 
translocation of, 597-98 
uptake of, 592-94 
Immunotoxins, 579-610 
cellular processing of, 592- 
95 
clinical trials with, 600-2 
composition of, 580 
efficacy in vivo, 598 
potentiation of 
chemical linkage and, 595— 
600 


preparation of 
toxin polypeptides in, 580 
second-generation, 602-6 
stability in circulation, 598- 
600 
Indocyanine green 
transport into hepatocytes, 
644 
Indomethacin 
chronokinetics of, 57 
population pharmacokinetic 
analysis of, 201 
Inflammatory bowel disease 
inflammatory response in 
kinins inducing, 511 
Inflammatory response 
kinins inducing, 511 
Influenza virus 
pokeweed antiviral protein 
and, 606 
type A 
oligonucleotides and, 355 
Inhalational anesthetics 
pharmacodynamic mechanism 
for 
age-related, 432 
Inositol phosphate 
formation of 
phospholipase C and, 522- 
23 
Inositol polyphosphate 
generation of 
inhibition of, 454 
Inositol-1 ,4,5-triphosphate 
angiotensin II and, 138 








internal calcium release mech- 
anism and, 412 
Interleukin-1 
kinjn receptor induction and, 
515 
nerve growth factor gene ex- 
pression and, 307-8 
Interleukin-2 
human immunodeficiency 
virus-infected cells and, 
609 
Intermediate filaments 
organization of 
intracellular calcium and, 
461 
Intestine 
drug metabolite kinetics in, 
656-60 
Intraocular pressure 
Losartan and, 147 
Intravenous anesthetics 
electroencephalogram and, 
432-33, 437-38 
4-Ipomeanol 
toxicity of, 485, 490 
Iron 
tetracycline absorption and, 
9) 
Iron protoporphyrin IX 
lactoperoxidase and, 98 
Isatinthiosemicarbazone 
vaccinia virus and, 5 
Isocyanate 
reactions with proteins, 491 
Isonipecaine 
local anesthetic properties of, 
13 
2-Isopropyl-4-pentenamide 
cytochrome P450 inactivation 
and, 492 
Isopropyl phosphate triesters 
nuclease stability of, 336 
Isoproterenol 
dosage of 
aging and, 293 
nerve growth factor and, 308 
short-circuit current induced 
by 
cocaine and, 77 
Isoquinolinecarboxamide 
binding specificity of, 212-14 
Isoquinolinesulfonamide 
protein kinases and, 380, 382 
Isotope analysis 
tandem mass spectrometry 
and, 567-68 
Ivermectin 
environmental fate of, 550-51 
human uses of, 542-43 
metabolism of, 548-49 
tandem mass spectrometry 
and, 565 
toxicity of, 545-47 


J 
Jaundice 
oral contraceptives and, 25—- 
26 
K 
Kallidin 
inflammatory response and, 
S11 


Kaolin-pectin 
tetracycline absorption and, 
282 
Ketones 
a,B-unsaturated 
covalent binding of, 484— 
85 
Ketoprofen 
renal clearance of 
circadian rhythms and, 53, 
56 
Kidney 
cell injury in 
intracellular calcium and, 
450 
drug elimination by 
agiug and, 290-91 
drug metabolite kinetics in, 
652-56 
glucuronidation in, 41 
hydrogen sulfide and, 126 
mitochondrial benzodiazepine 
receptors in, 214 
nonpeptide angiotensin II re- 
ceptor antagonists and, 
142-44 
transplantation 
6-mercaptopurine and, 5 
Kininase II 
angiotensin-converting enzyme 
inhibitors and, 135-36 
Kinin receptor, 512-16 
B,, 512-15 
Bz, 515-16 
regulation of number of, 524~ 
signal transduction and, 522- 
24 
See also Bradykinin receptor 
Kinin receptor antagonists, 516- 
17 
B,, 516 
B>, 516-17 
Kinins 
arachidonic acid metabolism 
and, 523-24 
inflammatory response and, 
511 
Kjelsberg, M. A., 167-81 
Kobayashi, R., 377-92 
Krueger, K. E., 211-29 
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L-158,809, 137 
Labetalol 
bioavailability of 
aging and, 283 
Lactobacillus casei, 2, 6 
Lactoperoxidase, 89, 98-100 
active site of, 99-100 
porphyrin radical and, 91- 
92 
prosthetic group of, 98-99 
Lanthanum 
antinociceptive activity of, 18 
Lavendustin A 
tyrosine protein kinase and, 
391 
Lead 
neurotoxicity of 
intracellular calcium and, 
450 
poisoning 
intracellular calcium 
homeostasis and, 455 
Lefkowitz, R. J., 167-81 
Lethal dose, 62 
Leucine enkephalin 
key recognition elements of, 
255 
tandem mass spectrometry 
and, 566 
Leukemia 
chemotherapy for 
cardiotoxicity and, 273 
T-cell 
anti-CD7-ricin A chain con- 
jugates and, 601 
immunotoxins and, 591 
Leukemic stem cell generation 
saporin and, 585 
Leukotrienes 
mucus secretion and, 71 
Leupeptin 
calcium-activated proteases 
and, 456 
Levodopa 
metabolism in elderly, 283 
Leydig cells 
mitochondrial benzodiazepine 
receptors in, 214 
Li, B.-Y., 579-610 
Lidocaine 
binding specificity of, 213 
dose adjustment and, 204 
elderly patient and, 294 
elimination of 
aging and, 272 
hepatic clearance of 
aging and, 289 
plasma half-life of 
aging and, 287 
plasma protein binding of 
circadian rhythms and, 56 
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population pharmacokinetic 
analysis of, 201 
toxicity of 
elderly patient and, 285-86 
Lignin peroxidase, 93, 101 
Limbic seizures 
nerve growth factor mRNA 
and, 318-19 
Lipophilic agents 
elimination of 
aging and, 272 
Liposomes 
cellular uptake of oligonucleo- 
tides and, 341 
5-Lipoxygenase oligonucleotides 
toxicities of, 345 
Lisinopril 
population pharmacokinetic 
analysis of, 201 
Lithium 
elimination by kidney 
aging and, 290-91 
population pharmacokinetic 
analysis of, 201 
Liver 
blood flow in, 637-39 
calcium uptake system of, 
452 
drug interaction and, 289 
drug metabolism in, 625-52 
aging and, 285-90 
drug metabolite processing in, 
628 
enzymes 
circadian rhythms of, 53- 
56 
glucuronidation in, 40-41 
hydrogen sulfide and, 126 
metabolic zonation in, 628-37 
structure of, 625-26 
transmembrane barrier of, 
644-47 
Llinas, R. R., 399-415 
Losartan, 135-55 
aldosterone release and, 142 
angiotensin II receptor and, 
137-40 
blood pressure-lowering 
effects of, 140-42 
cell growth and, 144-45 
chemical structure of, 137 
discovery of, 136-37 
drinking behavior and, 142 
renal function and, 142-44 
Lowenthal, D. T., 271-96 
Ludden, T. M., 185-205 
Lung 
drug metabolism in, 656 
Lung cancer 
tobacco use and, 75 
Lung disease 
obstructive 
sulfur dioxide and, 75 


SUBJECT INDEX 





Luteinizing hormone 
opioid peptides and, 260 
Luteinizing hormone-releasing 
hormone 
voltage-activated calcium 
channels and, 411 
Lymphocytes 
aging 
adaptation responses in, 
281-82 
Lymphoma 
T-cell 
antibody-ricin A chain con- 
jugates and, 601 
Lysergic acid 
tandem mass spectrometry 
and, 566 


M 


Macrophages 
kinin receptors expressed in, 
512-13 
Magnesium ions 
N-methyl-D-aspartate receptor 
and, 413 
Maitotoxin 
cell killing due to 
intracellular calcium and, 
450-51 
Malaria 
pyrimethamine and, 6 
Manganese peroxidase, 93, 101 
Maprotiline 
population pharmacokinetic 
analysis of, 201 
Mass spectrometers 
tandem 
performance characteristics 
of, 555 
Mass spectrometry 
tandem, 555-72 
applications in pharmacolo- 
gy, 560-70 
biopolymers and, 568-70 
drug metabolism and, 561- 
64 
instrumentation in, 556-60 
isotope analysis and, 567- 
68 
quantitation and, 565-67 
trace analysis and, 564-65 
Mast cells 


airway response to ozone and, 


78 
Memory 
age-related disturbances in, 
276 
Menadione 
cytosolic free calcium and, 
462 
protein thiol arylation and, 
486 





Meperidine 
local anesthetic properties of, 
13 





metabolism of, 13 
pathways for, 14 
respiratory depression due to 
aging and, 292 
ventricular tachycardia and, 
13 
Meperidinic acid 
presence in urine, 14 
Mequitazine 
chronesthesy and, 61 
6-Mercaptopurine, 3-4 
allopurinol and, 5 
antileukemic effects of, 4 
kidney transplantation and, 
5 
Mercury 
neurotoxicity of 
intracellular calcium and, 
450 
Metabolic activation 
chemical toxicity and, 472- 
73 
Metal ions 
cell signaling and, 455 
Met-enkephalin 
opioid antagonist receptors 
and, 259-60 
Methadone 
demethylation of, 14-15 
Methanofuran 
toxicity of, 485 
Methimidazole 
toxicity of, 489 
Methotrexate 
diffusion rate-limited transport 
of, 644 
dose adjustment and, 204 
population pharmacokinetic 
analysis of, 200 
Methotrimeprazine 
biodisposition of, 16 
9-Methoxyellipticine 
O-demethylation of 
horseradish peroxidase and, 
95 


8-Methoxypsoralen 
covalent binding of, 485 
N-Methyl-4-aminoazobenzene 
binding to proteins, 474-75 
N-Methyl-D-aspartate receptor 
calcium channels and, 412-15 
neurotoxicity of, 413-15 
Methylbuty! ketone 
toxicity of, 491 
N-Methylcarbazole 
nitrogen demethylation reac- 
tions and, 95 
3-Methylcholanthrene 
glucuronidation of phenolic 
compounds and, 32 





Methyldopa 
central nervous system and, 
273 


2-Methylfuran 
toxicity of, 485 
3-Methylindole 
reactive metabolite of, 487 
toxicity of, 490 
Methyl isocyanate 
metabolites of 
tandem mass spectrometry 
and, 562 
toxicity of, 491 
Methyl methanesulfonate 
methylated adducts of hemo- 
globin and, 478 
N-Methyl-N' -nitro-N- 
nitrosoguanidine 
carcinogenicity of, 476-77 
N-Methyl-N-nitrosourea 
carcinogenicity of, 476-77 
Methyiphenol 
oxidation products of, 486 
Methylphosphonate 
cellular uptake of, 338 
intracellular stability of, 338 
nuclease stability of, 335 
toxicity of, 343 
4-Methylumbelliferone 
glucuronidation/sulfation of, 


Metoclopramide 
extrapyramidal syndromes due 
to 
aging and, 292 
population pharmacokinetic 
analysis of, 201 
Metoprolol 
bioavailability of 
aging and, 283 
Metyrapone 
UDP-glucuronosyltransferase 
and, 31 
Mexilitine 
amiodarone and, 198 
population pharmacokinetic 
analysis of, 201 
Microfilaments 
organization of 
intracellular calcium and, 
461 
Microtubules 
organization of 
intracellular calcium and, 
461 
Midazolam 
electroencephalogram and, 
425-26, 429, 434-37, 
439-45 
population pharmacokinetic 
analysis of, 202 
Milbemycins, 537-39 
biosynthesis of, 540 


structures of, 538 
Mineralocorticoids 
mitochondrial benzodiazepine 
receptor and, 223 
Mistletoe lectin A chain 
immunotoxin preparation and, 
591 
Mitochondria 
cytosolic calcium and, 452 
damage to 
cell injury and, 458-60 
Mitochondrial benzodiazepine 
receptor, 211-29 
binding specificity of, 212- 
14 
molecular characterization of, 
215-17 
steroid biosynthesis and, 217- 
24 
subcellular localization of, 
214-15 
tissue distribution of, 214-15 
Mitoxantrone 
population pharmacokinetic 
analysis of, 200 
MK801 
nerve growth factor mRNA 
and, 318 
Mocchetti, I., 303-21 
Modeccin 
internalization kinetics and, 
594 
Mohanraj, D., 579-610 
Molecular dosimetry 
carcinogen protein adducts in, 
477-80 
Momordin, 586, 600 
Monensin 
immunotoxin activity and, 


pokeweed antiviral protein- 
linked conjugates and, 
584 
Monocrotaline 
pneumotoxicity of, 490 
Monooxygenation reactions 
chloroperoxidase and, 101 
Morphine 
antagonism of, 244 
biodisposition of, 14 
glucuronidation of, 41 
conjugates of, 25 
pharmacologic activity of 
6-glucuronide conjugate 
and, 28-30 
sensitivity of newborn to, 15 
structure of, 28 
surrogates of 
metabolic pathway for, 14 
tolerance 
naloxone and, 258-59 
tolerance/dependence develop- 
ment, 17-19 
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transport into hepatocytes, 


Mouse neuroblastoma cells 
hydrogen sulfide and, 115 
Mrozik, H., 537-51 
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toxicants and, 72-78 
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kinin receptor-mediated mus- 
cle contraction and, 514- 
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protein oxidation in, 495 
Mutagenicity 
oligonucleotides and, 347 
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protein oxidation in, 495 
Myeloperoxidase, 89, 101 
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angiotensin-converting enzyme 
inhibitors and, 148-50 
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synaptosomal calcium and, 19 
tolerance to morphine and, 
258-59 
Naltrexone, 239, 241 
Naltrindole, 241 
opioid receptor agonists and, 
261-62 
Naphthalene 
pulmonary toxicity of, 490 
Naphthalene oxide 
metabolites of 
tandem mass spectrometry 
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Naphthalenesulfonamide, 378 
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glucuronidation of 
induction of, 32 
naphthalene-induced lung 
toxicity and, 490 
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carcinogenicity of, 479 
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toxicity of, 489-90 
Natural killer cells 
cytolytic activity of 
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Nephrotoxicity 
acetaminophen-induced, 483- 
84 
bromobenzene-induced, 481- 


82 
haloalkane-induced, 488-89 
Nerve growth factor 
biosynthesis in central ner- 
vous system 
hormonal regulation of, 
314-18 
biosynthesis of, 303-21 
estimation of, 307-8 
neurotransmitter receptor 
regulation of, 318-20 
regulation of, 308-13 
function in central nervous 
system, 304-5 
neurodegenerative disease 
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Nerve growth factor gene 
developmental regulation of, 
313-14 
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system 
regulation of, 313-14 
Nervous system 
hydrogen sulfide and, 112- 
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hydrogen sulfide and, 115 
Neurodegenerative disease 
N-methy!-D-aspartate receptor 
and, 413-15 
nerve growth factor and, 305- 
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Neurokinins 
mucus secretion and, 71 
Neuronal death 
receptor-operated calcium 
channels and, 412-15 
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Neurons 
calcium channels in, 399- 
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P-type, 409-10 
T-type, 400-3 
voltage-dependent, 400-10 
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hydrogen sulfide and, 115- 
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sensory 
hydrogen sulfide and, 115 
Neuropeptides 
voltage-activated calcium 
channels and, 410-11 
Neurotoxicity 
N-methyl-D-aspartate receptor 
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cell killing induced by 
prevention of, 450 
Neurotransmitter receptors 
nerve growth factor biosyn- 
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Neurotransmitters 
avermectin binding and, 541 
hydrogen sulfide and, 113-14 
opioid antagonist receptors 
and, 259 
synapsin I phosphorylation 
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airway response to ozone and, 


78 
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immunotoxin activity and, 
596 
L-type calcium channel and, 
406 
Nitrendipine 
L-type calcium channel and, 
406 
Nitrites 
hydrogen sulfide poisoning 
and, 128-29 
Nitroalkanes 
horseradish peroxidase and, 
93 
Nitrofurantoin 
reactive oxygen species and, 
494 
Nitromethane 
horseradish peroxidase and, 
93 
Nitrosamines 
metabolic activation of, 476 
methylated adducts of hemo- 
globin and, 478 
Nitrous oxide 
antinociception induced by 
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antinociception and, 258 
key recognition elements in, 
251 
opioid receptor antagonist 
activity of, 245-50 
stereostructure of, 248 
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formation in liver, 636 
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B-adrenergic receptor and, 
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hydrogen sulfide and, 113 
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dependence and, 18 
N-type calcium channel and, 
408 
Normeperidinic acid 
presence in urine, 14 
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agonist effects of 
calcium and, 18 
Nortriptyline 
hepatic clearance of 
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biodisposition of, 16 
Nucleases 
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Nucleic acids 
oligonucleotides and, 347-59 
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tandem mass spectrometry 
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epoxidation of 
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cytochrome P450 inactivation 
and, 492 
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activities of, 361-66 
affinity and selectivity of, 
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61 

pharmacodynamics of, 331- 
34 


pharmacokinetics of, 334-43 

toxicology of, 343-47 
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ivermectin and, 542 
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electroencephalogram and, 
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luteinizing hormone and, 
260 
opioid antagonist receptors 
and, 259-60 
Opioid receptor 
selectivity of, 240-41 
Opioid receptor antagonists, 
239-64 
delta, 261-64 
development of 
bivalent ligand approach to, 
241-50 
message-address approach 
in, 250-S6 
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Opioids 
cyclic AMP and, 19 
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Oral bioavailability, 282-83 
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kinin receptors expressed in, 
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transport into hepatocytes, 
644 
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chronotoxic effects of, 63 
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electroencephalogram and, 
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formation in liver, 636 
glucuronidation of, 41-42 
Oxidative stress 
effects on proteins, 494-95 
protein kinase C and, 454 
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hydrogen sulfide poisoning 
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airway smooth muscle and, 
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by 
temporal variations in, 55 
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reactive oxygen species and, 
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chemical structure of, 137 
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immunological consequences 
of, 493 
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metabolism of, 487 
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Peptides 
tandem mass spectrometry 
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hydrogen sulfide poisoning 
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Pharmacodynamics 
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Pharmacokinetics 
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sequential processing of, 
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N-methyl-D-aspartate receptor 
and, 413 
Phenobarbital 
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and, 27 
phenol glucuronidation and, 
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population pharmacokinetic 
analysis of, 202 
Phenols 
conjugation of 
UDP-glucuronosyltransfer- 
ase and, 37-38 
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lactoperoxidase spectrum and, 
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Phenothiazines 
cardiac electrophysiologic 
effects of, 273 
overusage in elderly, 294 
Phenylhydrazine 
binding to heme, 492 
cytochrome P450 and, 92 
horseradish peroxidase and, 
92-93 
lactoperoxidase and, 100 
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covalent binding of, 491 
dose adjustment and, 204 
immunotoxicity of, 494 
population pharmacokinetic 
analysis of, 202 
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kinin receptor-mediated mus- 
cle contraction and, 514- 
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Phosphatidylinositol lipase 
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discovery of, 2 
Phosphodiesters 
intracellular stability of, 338 
toxicity of, 343 
Phospholipase A, 
activation of 
inositol lipid hydrolysis 
and, 523 
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receptor and, 223 
Phospholipase C 
angiotensin II and, 138 
kinin receptor and, 522-23 
Phospholipases 
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nuclease stability of, 336 
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cellular uptake of, 338-39 
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toxicity of, 343-46 
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nerve growth factor and, 314 
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pokeweed antiviral protein of, 
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binding specificity of, 213 
steroidogenesis and, 221 
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receptor and, 215 
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Plasma membrane 
lipid order of 
adenosine triphosphate de- 
pletion and, 464 
Platelet-activating factor 
mucus secretion and, 71 
tandem mass spectrometry 
and, 566 
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hydrogen sulfide and, 119 
Pneumotoxicity 
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Pokeweed antiviral protein, 583, 
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viruses inhibited by, 606 
Poliovirus 
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and, 606 
Pollutants 
atmospheric, 68 
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binding to proteins, 475-76 
molecular dosimetry and, 
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immunotoxicity of, 494 
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absorption of 
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orthostatic hypotension due 
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aging and, 287 
Prednisone 
plasma protein binding of 
circadian rhythms and, 
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Pregnancy 
antinociception induced by 
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glucuronidation of, 41 
UDP-glucuronosyltransferase 
and, 31 
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metabolic activation of 
immunogenic adducts of, 
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population pharmacokinetic 
analysis of, 202 
Progesterone 
mitochondrial benzodiazepine 
receptor and, 223 
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adduct of, 477 
cytochrome P450 inactivation 
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Propentofylline 
nerve growth factor and, 310 
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bioavailability of 
aging and, 282 
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bioavailability of 
aging and, 283 
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hepatic clearance of 
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aging and, 287 
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Propylene oxide 
adduct of, 477 
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immunotoxicity of, 494 
toxicity of, 489 
Prostacyclin 
angiotensin II and, 147 
Prostaglandin E, 
nerve growth factor mRNA 
and, 310 
Prostaglandins 
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mucus secretion and, 71 
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Protein binding, 471-96 
drug disposition and, 639-43 
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pression and, 311-12 





Protein kinase C 
nerve growth factor biosyn- 
thesis and, 310-11 
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oxidative stress and, 454 
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effects of, 381 
Protein kinase inhibitors, 377- 


chemical structures of, 380 
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Protein kinases 
activation of 
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Protein phosphorylation 
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oxidative stress and, 494-95 
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angiotensin-converting enzyme 
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internalization kinetics and, 
594 
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antinociception induced by 
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Psychotropic agents 
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tobacco smoke and, 75 
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binding specificity of, 213 
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hepatic clearance of 
aging and, 289 


population pharmacokinetic 
analysis of, 202 
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binding specificity of, 213 
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angiotensin II and, 135 
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hydrogen sulfide and, 122-24 
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hydrogen sulfide and, 118-22 
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inflammatory response in 
kinins inducing, 511 
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angiotensin-converting enzyme 
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nerve growth factor and, 314 
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cytochrome P450 inactivation 
and, 492 
Sedative agents 
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See Trimethoprim/ 
sulfamethoxazole 
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concentrations in brain stem 
hydrogen sulfide and, 113 
morphine tolerance/ 
dependence and, 18 
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Shiga-like toxins 
immunotoxin preparation and, 
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Signal transduction 
G proteins and, 278 
kinin receptor and, 522-24 
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kinin receptors in 
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proteolysis of 
calcium-dependent proteases 
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opioid antagonists and, 260 
Stanski, D. R., 423-46 
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Steroidal sulfates 
tandem mass spectrometry 
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Steroids 
binding specificity of, 213 
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and, 217-24 
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horseradish peroxidase and, 
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peroxidation of 
cytochrome c peroxidase 
and, 97 
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mucus secretion and, 71, 81 
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electroencephalogram and, 
433-34 
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oxidative stress and, 494 
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tandem mass spectrometry 
and, 570 
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population pharmacokinetic 
analysis of, 200 
Sweat glands 
mitochondrial benzodiazepine 
receptors in, 214 
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hydrogen sulfide and, 114 
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phosphorylation of 
neurotransmitter release 
and, 384 
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Tandem mass spectrometry, 
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560-70 


biopolymers and, 568-70 
drug metabolism and, 561-64 
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and, 463 
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dioxin 
cardiotoxicity of 
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metabolic activation of, 489 
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absorption of 
inhibition of, 282 
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bioavailability of 
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dosing-time dependency in, 
chronesthesy and, 61 
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pharmacodynamics of, 204 
pharmacokinetics of 
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binding specificity of, 213 
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toxicity of, 489-90 
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oxidation of 
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oxidation of 
lactoperoxidase and, 100 
Thiocarbamide 
lactoperoxidase and, 100 
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sulfoxidation of 
chloroperoxidase and, 
101 
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Thiono-sulfur compounds 
reactive metabolites of, 489- 
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Thiopental 
electroencephalogram and, 
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elimination of 
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pharmacodynamics of, 204 
population pharmacokinetic 
analysis of, 203 
Thioridazine 
nursing home patient and, 
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toxicity of, 489 
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Thyroid hormones 
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Toluene diisocyanate 
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tandem mass spectrometry 
and, 562 
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covalent binding of, 491 
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oxidation of 
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virus replication and, 606 
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covalent binding metabolites 
of, 487-88 
reactive metabolites of, 488 
Villin 
interactions of, 462 
Vimentin 
proteolysis of 
calcium-dependent proteases 
and, 463 
Vinculin 
interactions of, 462 
Vinyl chloride 
reactive metabolite of, 477 
Vinyl halide 
cytochrome P450 inactivation 
and, 492 
Viral infection 
oligonucleotides and, 362-66 
Viral rhinitis 
inflammatory response in 
kinins inducing, 511 
Viruses 
cells infected by 
targeting toxins to, 606-9 
inhibition of, 5—6 


W 


Warfarin 
population pharmacokinetic 
analysis of, 203 
sensitivity to 
aging and, 292 
unbound fraction of 
toxicity of, 639 





690 SUBJECT INDEX 


Water loss 
drug-induced, 275 
Way, E. L., 9-23 
Wong, P. C., 135-55 
Wuchereria bancrofti 
ivermectin and, 542 


X 


Xanthine oxidase, 5 
XD329, 137 
Xenobiotics 
Signal transduction and, 454 
Xu, X., 623-61 


Z 


Zidovudine 
acquired immunodefi- 
ciency syndrome and, 


glucuronidation of, 
41 


metabolite of 
tandem mass spectrometry 
and, 562 
population pharmacoki- 
netic analysis of, 
203 


Zolpidem 
binding specificity of, 213 
steroidogenesis and, 221 
Zomepirac 
adducts of 
idiosyncratic reactions to, 


Zomepirac glucuronide 
covalent binding of, 491 
Zovirax 
See Acyclovir 
Zyloprim 
See Allopurinol 











